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DETAILED ACTION 

1 . Upon reconsideration of applicants* request for reconsideration of the finality of the last 
Office action, the finality of that action is withdrawn herein. 

Status of the Application 

2. Claims 1-21 are pending. All arguments have been thoroughly reviewed and deemed 
persuasive. This action is made Non-Final. 

Claim Rejections - 35 USC§112 

3. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctiy claiming the 
subject matter which the applicant regards as his invention. 

Claims 8-9 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claim 8 provides for the use of a plurality of agents, attached to a plurahty of different 
nucleic acid molecules simultaneously, to detect a plurality of ligands, but, since the claim does 
not set forth any steps involved in the method/process, it is unclear what method/process 
applicant is intending to encompass. A claim is indefinite where it merely recites a use without 
any active, positive steps delimiting how this xxse is actually practiced. 

Claims 8-9 are rejected under 35 U.S.C. 101 because the claimed recitation of a use, 
without setting forth any steps involved in the process, results in an improper definition of a 
process, i.e., results in a claim which is not a proper process claim under 35 U.S.C. 101. See for 
example Ex parte Dunki, 153 USPQ 678 (Bd.App. 1967) and Clinical Products, Ltd. v. Brenner^ 
255 R Supp. 131, 149 USPQ 475 (D.D.C. 1966). 
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Claim Rejections - 35 USC§103 
5. The following is a quotation of 35 U.S.C 103(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the appHcability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

A. Claims 1-8, 10-19, 21 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Omstein et al. (Clin Cancer Res., Vol. 6, page 353-356, 2000) in view of Eberwine et al. 
(6,255,060). 

Omstein et al. teach a method of claims 1-2, and 4 for detecting the presence of a ligand 
in a cell or tissue, comprising; 

obtaining a tissue sample, staining said tissue sample to identify cells of interest (see page 
353, col. 2, lines 1-4 under materials and methods section); 

capturing or isolating said cells of interest (see captxire by laser capture microdissection 
(LCM)) (see page 353, col. 2, line 5-6, under materials and methods section, page 354, col. 1, 
line 8); 
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detecting said ligand (PSA) in the captured cells (see page 354, col. 1, paragraph 1, 
indicating detection of PSA ligand in the LCM procured cells). 

With regard to claim 3, Omstein et al. teach that said sample is a tissue section (see page 
353, col. 2, Hne 1-2 under materials and methods section); 

With regard to claim 6-7, Omstein et al. teach that said staining is by histochemical 
staining and capturing by LCM (see page 353, col. 2, line 3-6, indicating H & E stain and LCM 
for capturing); 

With regard to claim 10, Orstein et al. teach that said sample is prostate tissue (see page 
353, col. 2, hne 1-2 under materials and methods section); 

With regard to claim 11, Orstein et al. teach that said Ugand is prostate specific Hgand 
(PSA) see page 354, col. 1, paragraph 1, indicating detection of PSA Hgand in the LCM procured 
cells); 

With regard to claim 12, Orstein et al. teach said capturing involves two types of cells 
(normal and malignant cells) (see page 353, col. 2, paragraph 2 under introduction subheading); 

However, Omstein et al. did not teach contacting said tissue sample with a binding agent 
(antibody) attached to a detectable nucleic acid. 

Eberwine et al. teach a method 1-2, 4-5, 12-19, 21, for detecting a ligand in a cell by 
immuno PCR, (semi-quantitative) PCR wherein said method comprises use of antibody- 
conjugated to a nucleic acid to detect said ligand (see col, 2, line 43-55). Eberwine et al. also 
teach (i) said nucleic acid comprises a promoter (see col. 2, line 48-55); (ii) said promoter is a T7 
promoter (see col, 4, Hne 44-47); (Hi) said detection comprises contacting said promoter with T7 
polymerase and identifying transcription initiated from said T7 promoter said detection is carried 
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out by PGR amplification (see col. 4, line 41-60); (iv) quantitation of presence of ligand (see col 
2, line 53-57) (v) plurality of ligands wherein said plurality of ligands comprises two forms of a 
polypeptide (phosphorylated and unphosphorylated forms) (see col. 5, line 12-34); (vi) detecting 
the ligand in single cell (col. 7, line 5-6). 

It would have been prima facie obvious to a person of ordinary skill in the art at the time 
the invention was made to modify the inethod for detecting a ligand as taught by Omstein et al. 
in a manner of as taught by Eberwine et al. with a step of including antibody conjugated to a 
nucleic acid sequence comprising a promoter for the purpose of increasing the sensitivity of the 
assay in detecting a Ugand in cells sample. One skilled in the art would be motivated to combine 
the method as disclosed by Omstein et al. in a manner taught by Eberwine et al. because 
Eberwine et al. explicitly taught that the method permits the detection of small amounts of 
protein-antibody complexes by incorporating the sensitivity and accuracy of promoter driven 
transcription or amplification using antibody conjugated T7 promoter driven cDNA sequence 
(see col. 4, line 41-44). An ordinary artisan would have a reasonable expectation of success that 
inclusion of the step of inclusion of T7 promoter driven cDNA sequence amplification would 
result in detecting small amounts of a ligand in a single cell with more sensitive and accurate 
detection of said ligand and such modification of the method would be obvious over the cited 
prior art in the absence of secondary considerations. 

B. Claims 9, 20 are rejected under 35 U.S.C. 103(a) as being unpatentable over Omstein 
et al. (Clin Cancer Res., Vol. 6, page 353-356, 2000) in view of Eberwine et al (6,255,060) as 
applied to claims 1-8, 10-19, 21 above, and further in view of Oku et al. (USPN. 5,789,165). . 



Application/Control Number: 1 0/080,435 Page 6 

Art Unit: 1637 

Ornstein et al. in view of Eberwine et al. teach a method for detecting a ligand in a cell or 
tissue sample as discussed above in section 5A. 

Neither Omstein et al. nor Eberwine et al. teach that the plurality of agents as antibodies 
and use of microarry for detecting the transcription products. 

Oku et al. teach a method for detecting plurality of ligands using plurality of binding 
agents (antibodies) attached to different nucleic acid molecules (see col. 4, line 9-21). Oku et al. 
also teach that the plurality of ligands are detected by an array of solid phases comprising ligands 
comprising nucleic acid molecules capable of binding said ligand by base pair complementarity 
(see col. 6, Une 37-47) . 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to detect the presence of plurality of ligands by combining the method of Omstein et 
al. in view of Eberwine et al. in a manner taught by Oku et al. by using the plurality of binding 
agents attached to different nucleic acid molecules and detecting the ligands by the use of an 
array comprising base conplementarity nucleic acid sequences to achieve expected benefit of 
developing a multiplex method of detecting Plurality of ligands in a single assay format because 
Oku et al. taught that use of plurality of binding agents in a single reagent provides detection of 
plurality of ligands in a single assay reagent (see col. 4, line 5-12). An ordinary practitioner 
would have been motivated to combine the method of for detecting the presence of a ligand in a 
cell as taught by Omstein et al. in view of Eberwine et al. with the step of multiple binding 
agents for the purpose of analysis of multiple ligands in a cell sample. The ordinary artisan 
would have a reasonable expectation of success that inclusion of multiple binding agents taught 
by Oku et al. would result in an increase in a high-throughput assay for detecting multiple 
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ligands and such modification of the method would be obvious over the cited prior art in the 
absence of secondary considerations. 

Response to arguments: 

6. With regard to the rejections made in the previous office action under 35 USC 103(a), 
Applicants' arguments are fully considered and all the rejections under 35 USC 103(a) are 
withdrawn herein in view of the persuasive arguments. 

Conclusion 

No claims are allowable. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Suryaprabha Chunduru whose telephone number is 571-272- 
0783. The examiner can normally be reached on 8.30A.M. - 4.30P.M , Mon - Friday,. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on 571-272-0782. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
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system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 




